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| (57) Abstract 

Pyrimidine-5-carboxyamidc derivatives 
represented by general formula (I) or salts 
thereof; wherein each symbol has the meaning 
as specified below: X: O, S, NR 1 , CO, NR l CO, 
CONR 1 . C=N-OR 1 or a bond; Y: lower 
alkylene optionally substituted by OR 1 or - 
NHR 1 orabond;Z:0,NR 2 orabond;A:H, 
optionally substituted lower alky I, lower alkyl 
oDtionally having -CO-, optionally substituted 

Z, optionally Lbsututed heteroaryl, optionally substituted eycloalkyl or an optionally substttuted and saturated heterocycle contammg 
nitrogen; B: optionally substituted aryl or optionally substituted heteroaryl; and R' , R J : H or lower alkyl optionally having -CO-. 
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X^B 
N I.CONH, 



1 2 (I) 



X:0, S, NR l % CO, NR l CO> CONR\ C=N-OR ! 

Y : OR 1 hL< tt-NHR 1 Tgjft^nTV>T^<kV^(S»7^+l/>SXIi^SR. 
Z:0, NR 2 X«^SS, 

B : «aUSft*bWTfcJ:^7U^^ 

R\ R 2 : H, mL7)V^)VX\t-CO-mk7)V^)V^ ] 
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m m § 

fsMScm^ tu)v*-&&&* ztc\*7 h i m (wmm) 
(omwfem \z&^Tm.ftznz w»e>nxv^. BE«ii!«iflas.OTtiS^« igE k 

#-f5il58»&©Fcg£# (FceRl) £Wf£. 3rf IgE FceRIfc&-& U 
T?Et»^A^XyX h^©#USCa*#S#ft IgE \Zt&&\s$&fr*imt% Z. fC7 

U^y^-i — if, Lyn (Eiseman,E IkXf- Bolen, J. B., Nature 355 : 78-80 (1992)) , S. 
tfSyk (Taniguchi, T. J. Biol. Chem. 266 : 15790-15796 (1991)) #H#bTV>3 
WflfctlW*. ^n5©fD'»*t- tfttSUKKJ;* FceRI ©3&«£&fcflH4 
it iff-Ui/yVV&Qti Zn%> (Hutchcroft,JE. ^ ProcNaa.Acad.Sci.USA89 : 
9107-9111(1992)) . $6ICFceW0fiHtflStJ:oTSjB*n*«aS«W-r hfc'f 

>*£rt»fctt» syk © sh2 H^-r yv&f-u *s>*^-vftmwm~z%>z> z t 

WmZtlT^Z) (Rivera, V. M. RZS Brugge, J. S., Mol. Cell. Biol. 15 : 1582-1590 
(1995)) . 

fcx, igE f(»ictt#i-«K*«ia^»iM6«^&©7 l^M^&fcRJ&K: 
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Syk^JT^XlB*^ D7 IgQ trt^»-r SS^FcyR $r$>J85[T 

«dtC«fcOSfi«n««lfi^>^^©^D'»U>»fl2 («&fc) FcyR 
^T^^M* t ^^<Wl®l^^^^^* t ®° $n (Crowley,M.T. J.Exp. 
Med. 186:1027-1039 (1997)) > Syk **FcyR fc^-fS^* 07 7-$>©**fMifcfc 

#&re#^ttfflJl&|5t#KJ& (ADCC) icfcO^^nsUBBa^^^ttm^^* 

Syk©T>^>X^U^^U^5 L HttGM-CSFC«t5»lfe«©7*h--'>X 
Ifi^fcUPfiill-f £ £ t*^Stl (Yousefi, S. ^, J. Exp. Med. 183:1407-1414 (1996)) > 

syk & b mmm^w^t % b mmmmt \z t -o xmmx*> o » tancgg 

jgS©±#l-SI< (Hutchcroft, J. E. J. Biol. Chem. 267:8613-8619 

(1992)S.tfTakata,M. EMBO J. 13:1341-1349(1994)) . toT, Sykffi^SlttB 

sn, ixk ^© t iKSttftc t o t&m^d ~> ese ^aaiart 

~>^:h;W£#bT&l^ttl::ftU8l"£ (Couture, C. Proc. Natl. Acad. Sci. U.S.A. 
91:5301-5305 (1994)Rtf Couture, C. MoL Cell. Biol. 14:5249-5258 (1994)) . fto 

t, syk mmmt t mmv^^w^^^Bm^Wiomm tit* 

syk^ii^xiM/j^tt. D^-y>tcko^^ns7^+H>m^-fe 
nh-yvmmRzsfofrtiLm&tmmizwmisnz (Pooie, a. ^. embo j. 

16:2333-2341(1997)) utiD, Syk |M#Jk:&ia8£@f£ffl fcKSftSnWS. 
WO97/19065 ^HKltt, T5$T'^3n5 2 -7-U / tf «J = 
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p59^, ZAP-70 TUtt Df-f C fcaKWfcffiST 3 - 



(*K R*fct H, -NH 2 , -bO, -COOH, X^xJWffftTKT. 

*©tt©flWtti5tt&*S#R. ) 

Indian J. Chem., Sect B, 16B(10), 932-933 (1978)£TiBfc£ 



* tz. EP73328 *f , US3901887 ^ US3910910 US3940394 
Syk ^©ffrBWlBS'bfcH. 

Piceatannol «J«ftSnTV>S (Oliver, J. M. 5, J. Biol. Chem. 269 : 29697-29703 
(1994)) . L*U ^©inviiioWSyk^— OTSF«ttttfi<» Mfctf fife Syk 





EP475206 Rtf US5104877 KlTi2fc£$l#li§^ S tlT V> * . 
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y^- j mmfcj%&&^> syk (Dm^t^Bo^. fe%mh<\*&MMtv 

X^B 

X: 0> S, NR\ CO. NR'ca CONR 1 - C^N-OR 1 Xtt*S£Sk 

A:H* fi&g£WUTV>T*><kV>te8&7;]/*;K -CO-«&££WbTl>T 
Tt»J:^ro7 l J-;V,«IMISWl/TViTt>«l:^'>i'n7;i4;VXttttft 

R 1 , R 2 :H, <SIK7;i/^Xtt-CO-M7;WI^S. OT^m. ) 



WO 99/31073 



PCT/JP98/0S643 



m\z*>v>w>mmv. mx\t i-*> b < t* 2--r >^;wx« wax h ? t h 

D?-;73 L ;WS£J&j£bWTt>&^. 

£b<wu tpu^jk. tf^u^jK t;^u-;k t^^-^, tr^/us* 
^yyu^ *^t!^75?— jwan?**. riafp^paisj tbx 

tt, O, S ~Bi& N A^^nSAfOgfS 1 7!r54*@^fr£ 5 75M8M©&*P 

rg&g£WbWTfc<fc^^7JWki . rg&g£*rbTWT*>«i:^7U 
— )V} . r^g!&WbTViT i b«k^ / \xP7U— ;wj » rgt&gfcWbT^Tt) 

<fcViv#P7;Wki Rtf riams*WbT^T s b«t^^as*fi»i^T-P8Ufcj £ 

&vz>m&mtLT\z. znz (»m<D®&& t vxm v> a £ turns agT&n« 

rglfeS*WbT^T i b<fcvv>^D7JWUj ratfUlsWbTWbJ:^ 
^SSjl^DAf PSISj £:fctt£fi&S£ bTttfiP* b < teTfB© a »«fc Dg&S 

NH 2 » -^PK7yy{k$tlfcNH2Rt^-fi»7^*l^>-NH 2 T?*a. 

a^:-NH 2 . -^P h*7 ^fcSttfc NH 2 , -tt»7;Mrl'>-NH2, -&R 
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s^nTJMMk -NH-^royu-Jk -nhco-<£»7;w+;u> - 

NHSOz-teST^^JP, -NHC(NH)NH 2 , -NHC0NH 2 , -OH, -0-(£& 
7J^JK -CO2H. -CONHOH, -C02-mi7)l*)^ -CONH-®» 

7 'J K&ttSB&St LTttSf* b < «±I2 a S*ROTIE b S*<fc 0 jSJKStl 
SgTfcD, ^n&0«ft**1^4«*bWTt>AVi.4#iC»*L<tt» -NH 2 , 
-&»7^*1">-NH 2 , -|S7J^IK -APy>SlP (F, d, Br, I) , - 

b»: -te»7;^jw, -Any>Rf (f, a, Br, i) , -Any>@c^rB 
^sn^<£iK7;w^ (-ch 2 f, -chf 2 , -cf 3 £) , -o-ffi»7;u^u 
> _ 7 , J _ji / , -o-tu-;k -o-&mT)v*u>-7V-)v-o-®m 

JV-0-te*7;WV, -NO2 W-CNc 

«±b a ^ritfib c^«fcos^^nsST?^o, ©em** 1 ~ 4 ® m v 

c&: -ADy>m^ (F, Q, Br, I) , -0-te»7;M^>-7U->>k - 

0 _ 7 i;-;p, _o-<s»7;i'^u>-7U-;u-o-®»7;w^;K -s- 
(g»7;^P>-7U-;k -s-«3R7;^u>-7U-;u-o-««7 
;wk -no,, -cn, -*m&K>mmnz&rm&2nT^Th&^7 
ij ->^nr;WK -Afo7'J-;k -ggfa'vra^, -tf— ;k 

^y-r;i/7^y-, (7-feb*->)* h*->*/w*=^75y-. 4-7^f^>^ 
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2-(2-75 J IfJVTS/Hf^Wr'J /)KU 5 5»-5-*/W*+« K. 2-(2- 

s h\ 2-(4-7^y^;wT^/)-4-(3-hU'7j^D^^T-'jy)tru5v>-5- 

#3^5 h\2-(2-75/X^;WTSy>4-(3-nhDT-U /)tfU SS^-**^** 
U- = h\ 2-(2-7^ y Xf;i/75 yVK3,5-J?^W=iJ V)t! U =^>-5-#*tf* 

b\ 2-(2-7^ y I^TS /)^2-t7W5 y)t!U s ->*>-5-*;v^^5 
h\ 2<ds-2-75y->^D^^75/>4K3-/^7-U y)HU 55?>-5-*JP 
2-(cis-2-75>'^D^^7^/>4<3-^D^7X>jy)t!US^ 
>-S-*)V#**)-$ 2-(ci8-2-75y*>^P^'>^7Sy)-4<3>^OP7=U 
y ) \± U a 5? >-5-# 5 F » 2-(cis-2-7 a J =s V P 'V* v^7 5 y H-(3,4^- 

jufc**ft. 3«7fc**»* am. m. u »»» 
•7u¥*>m. >>a.vwt* 7d>e 3A^t, 77;«. T-ru>ss, am, u 

ft. W*5>tt£©WM£0ft*H«tffi. ^MJtfA, *U*A, T^*>"7A, 
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®&m±%immtsi®&ifi&Zo u*>*©"6, **fc«CT«»*«ifc*u mM© 

(Greene) Rtf # y ^ (Wuts) Tprotective Groups in Organic Synthesis 2 JK) J 

mmA 



*mmtit&to (n) t^fe (m) ££&3-fr-*ss; u) T*2nz>*mw 

^X^MUX-xJW, fh7kl J D77> (THF) , ^ttV >^<DX— T^WS, 

^□d^^>, 1,2-v^nox^X ^□P*;i/A^©Any>"ft;Kfls**tS» W- 

■^/WM7$ H (DMF) > 5?^^7-feh75 H(DMA), N-pWH^D U K 
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^y^otr^x^wrsx N-^fWJ>, t!'Jy>. 4-(n,n-s>* 

X' Yx B 

a. z A n J 

(IV) (I) 

*attttxHj;Wfc&*i (iv) ©^hu;wssa^©^frTt:^^T*;i/^W 

^© 7 ;m-;WH, DMF» KU5», v/^XJW*^->H (DMSO) 



CONH 2 



(V) ( ] ) 

(£*©ire«Piienm ) 
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«> DMF, DMA, N-^^tfDUH>, fcT'J^X DMSO, 7iT h 

•>^da^>w^^5H (dcc) , ^v^ptf;v*;^^5H (dipc) , 

l-I^-3-(3^^ fJl'T 5 y ^ D tf J^JV^^'f ^ H (WSC) , UV-tl)V#-)V 
lfX-lBkfSy*/-* (CDI) ^) , ^KcfcoTttN-fcHO^X^W^K 
(HONSu) , l-fcl*D*$''W/HJ7'/-Jl' (HOBt) ^©S&iDSJ^fcT, 7> 
^TTj&STS £ tick 0 MiSTS d <han?#5. S^tt^7iMUn^^TtC 

££$lfi& «mS*im*-rS. «»tUTttHa^© rprotective Groups in Organic 
Synthesis (aS2RR) J l£fE«©#MS£jg£atRTnfcr<fc^. 



r 3 \mm.T)^)VX\t r 3 -conh- l lxt s. ;mo7u K 7 y ^£&i*U 

A 1 NH 2 Xtt R 3 -CONH- 1> L < NH 2 <fc 0 tPIStlSg £ fro T A 

*iiifettA±iw7s/s^-rs<b^ (i a) (Dr^jm^)^ym^m 

fcfcfcU *%Wik&® ( I b) £#S£ire£S. 

An**>fclSHbic*». x-x;WSL DMF JWF 
#*b<&, -20*C~60 t CT, SA^-f 
ffitti^f;^. (DCC, WSC. CDI 3?) W 



SSfeD 



T 
(la) 




B 

CONH 2 




CONK, 
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r A VH 

(la) 



N 




CONH 2 




B 

CONK 



A ±£7 s J &*%-$%\Y&m (i a) ^a/gfexJi^xMbu 

<t&® ( i c) £#£#an?&s 0 
r&k* ^x;p*-;wt^tffc^ (i a) ADy>fc*Mfc**a. x 



)Vm. DMF, DMA, N-^HfOUHX fc!U5», DMSO, tfl&X^k 
7ir hx h U ;i^EfcCT«ttft®&*fTS. W«MfiS^«^S©#«ET»wK 

aire, xtt2a£A±jg^UTfflv^ns. R«tt»arFA^in*«a«TfT"5;:t*« 




CONH 2 



WO 99/31073 



(la) 




CONK, 



H / T 




CONH 2 



e) s«JS-T5*i*T?*a. 
KJtMU 7 5 >\K%m t ^7>mi- HJ S A. ^7>B*U*A#©->7>Sfetf§ 

DMF» DMA, N-^^KOiJ HX KU5». DMSO. StXfJP, 7 
•feh-h'J ^»BKlc3HSttJa:««t+ff 5. *DW*©»*;«MW- h U *A, 

t5. 



*8£ttBtt&ft&££ 0 WTWWfcW 0 . BIT© 3 Xg «k 0 fc*. 
(1) 75 HftlcJ:*«Hie^©H3t 




CONH 2 



A-ZH 
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*)i,tf>mit&to (vd t7^/^£rr£@ffi£i£fflitNit 75 y 

(2) B&S©3£A 

(3) ®m<D&4k 

its® (vm) .tom^ittiii^*^-^^^^*^^^ (I) *ww*- 

7*3 -/l*U DMF, DMA, N^^KDUKX tfUv^X DMSO, ftlfeX^ 



w&m\m&mmAtnm\zft *> z. tttrzz. x # nr 2 ©i^7tb-h 
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7)\,*VT!mvT*)i#>m (vi) ^ntsiw^s. rabMbtt 



l^tt. ) 

*$$&Kt7;lo3->*^U># (XI) fcT5S?>Xtt-f (xn) 
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1) SykMRf^SS: 
t h Syk it^tt. Jurkat Hflflgct 0 PI §3 t fc total RNA S> , 3'-*SglC: 8 75 7 
FLAG ^^CDite-?*^$-frfc^, RT-PCRife£fflV>T£ □ - 
->^b/Cc it*@$-fr^:cDNA&;^aP^^Jl'X^vXxA (GIBCO BRL ft) 
IC^inS *99-* pFASTBAC HT fclttMkA,*?. pFASTBAC HT Syk © 5'- 

7X^K DMA S/t4 t aD9-f;^5»i->XT'Art*n*3>»>h'fe;k 
DH10BAC fc»KSAU m^^^W^X© DNA ^SSbfe. 3 5fcfc*Jfc* 
C7W^X©DNA*Sf-9«Blia (ATCCtb) IC h 5 >X7x^ ~>3 >-T5 £ fcC * 0 

£ «7W ;WX**»!*'&fcSf-9lMa*iaJRb l %Triton X-IOO^M 

f;V;77-T«fi**il/fc. T*»ttH#£S&#*L&«. ±mSTALONl^ 
^> (CLONTECHth) £g"&U l/v>CSyk©His^^^eS*!R»^-e:fc. 
l^>£ifclHlife#Lfc^ -f 5y , /-;P ; £r^A^7 7-TSyk0His^^S6-&Sa 

2) Band3^y^Hf^il: 
t h#Jfn£*Band 3 (Harrison, M. L. J. Biol. Chem. 269 : 955-959 (1994)) <D 
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Tyr-8£^tri875y&^g(£>^:/^K (MEELQDDYEDMMEENLEQ) fcl^ F 

^S§-C^^H©N-*^*fc*^>^b, HPLC£fflV>T*gS3bfc. 
3 ) SPA ^fcffi^fc Syk 5/ t??£tt<Z)$l?£ : 
SPA (Scintillation Proximity Assay) t.VZ~ Amersham ttfccfc 0 J$^£tlfc, ^> 

tf-XfcttW* h hT tf^tfra—rW >^bTfc D . HOC* 

(fflfilt : 0.2 jig Syk, 50 mM Tris-HQ (pH 8), 10 mM MgCl 2 » 50 mM Na 
aimM DTT\ 0.4 jiM Band HRtXO.l jiCi [ Y - 33 P]ATP (10 mCi/ml, Am 

ershamtt) 50 jillC, **fc^©DMSO***, l£x*iSfc»J2 pi (*&DMSO 
ig«tt4%) WtoLTc. ^n^OptiPlate™ (PACKARD^) £M8U ^fi (20-25*0 

0.25 mg SPA If— X, 50 ATP. 5 mM EDTA Rtf 1% Triton X-100 &StS PBS 
(S^lh^) £ 1 £x;i/M5fc9 i50|il^iHlbTH^£#Jfc£-&/i. 
^V-h£v-;PbTli#U 5#M»*bfc«. :/l/-h&1^00larti 

■C3^MS*C?b, SPAk*-X*»^-&fc. TOP COUNT (PACKARD&) fcfllr* 
T#tf x;w©JMtflrtt£»£U Sykti^^a-»U >SMbfiH*£gffl bit. 
4)igm: 

^fc*-r*56Mfl:'&*ttSyk^n^>^— tftc»b, iQsofio.1 |iM&T©M 

2^2-7syx5 l ;P75/H-(3-^^;v7- , jy)t!U5v>-5-*;^^5 k,2-(2- 

7 5 y x^»7 5 y m-(3- hj * ^;P7- u y > tr u s v >-5-# 

s h\ 2-(4-75y^;i/75yH-(3-hU7;^n^5 1 ;P7nuy)t! | J5v?>-5- 

* 5 H . 2-(2-7 5 J X3SJI/7 5 y >4-(3-7 P ^ 7 - u y ) If U ^ 5? >-5-% )V 

#=hj- a h\ 2-(2-7 5 y x^;P7 a y m-(3-x h n 7 x u y ) tr 'J a v >-s-ft 
it a k, 2-(2-75 ;x?)i7 5 y)-4-(3>> ? y^^7x'j y>tf u 5 v>-5-#;p#* 
tJ-^H, 2-(2-7^ yx^7ay)-4-(2-^7^7^y)t!U 5 ?>-5-% 
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b\ 2-(cis-2-7 5 J isVW\*i/)V7 5 jy44$.*?)W~V J )tf U == v>-5-*JP 

>-5-*;^+U-5 h\ 2-(cis-2-7S/^0^>;W75yH-(3>^^aP7ZlU 
/)hfl) 5 ^>-5-*;^+^S h\ 2-(cis-2-7^ J DA+WS /)-4-(3A5- 

2. 5-HraBiftM> 

Collado-Escobar (Collado-Escobar, D. ^. J. Immunol. 144 : 3449-3457 (1990)) bl: 

3. TfrXg#&JfgJS (PCA) &g 

5j§S&ift&iCR (CD-i) T^*£x--r;W;:J;£f£Jft8rF» fc^rftTfcttS?- 

h D 7x-;WlgE(DNP-IgE) (DNP-IgEg£/W 7'J H-T^|gKl^S:#Lfc Balb/c 

T^xcDjfi*ffl^iaS* 1,000 fgftftbfct)©) £ io (ii^TS-^-rs^tlckO 
Sf^ LTc. mftO 24 l^fP^fC 50 ng © DNP fl^JM^I^S >£^tf 0.5%XA*> 
200 »il £tW3«#U •2*>\Z J £<D30ft'&\Z'?VX*WtJ!a.me-2 

&mfc&mz&zvcAmmm*$&:iz&mwLtz. tats. at* cA:^t* 
)v<D&&*m&tfcistttt\zmm^rc&mm* cb: ^k^©*&#i$#!^© 

£5fciaibfcfe^», XA: tt»^M^^b/!:*5tC«WLfcfe^ft> 
Rtf XB : tt^t^S^#^^St®ttiLfe6^»*^-r. 
fflJ» (%) = { (CA-CB) - (XA-XB) }X100/ (CA~CB) 

-mi*. (I) !?7*t£tltci\:&®X\$*<DM<DimXte2m&±tt®!&fttLT 

tt-rzmMm&mts ^m\z^xmnm^^nx^mMmm^ mmmzf 
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m^mmMs ^xmm^^mnist^^ftiommx^xh^ 
'>&< t%nt"D<D^m&t3L%%m. mx\-$m. v>xh-jk ywm, tn 

© 7 4 )V ATftJS LX h «fc V>. 

s»8j©«fc5fc«8&8J, tmau mmi ^mm^mvx^xh^ 
ttmafitttiz. #*.®&omim. mnmtLxu, mxttyuwyvvn 

ttHMHN. ttftftf. ?Ufc3J» ££tt3J vZY-X) , 

Mill W*5>&, 7X/^*>&) ©£?fcffill&SJ£^A,Tt> 

mz&-Dxmmit2nz>o ;in&«*fcfca©H#s&*£*jfc»i&u ttffl«rK:m 



18 



WO 99/31073 



PCT/JP98/0564J 



yuan, mM*J*m*m*xiBL*-&ti*. 

ffi#lilP&4£H§£, 10©S#»tt, M^fcO^OXm^lOO mg/kg, 
L<tt0.1~10 mg/kgtfM^-C&Q* jm&l@T*SVitt2 75S4®C^TS 
4"fS. tlflig-^SnS^fcL IB ttS^&D^OOOl^lO mg/ 

MUSE: 0*90.001*^ 10 mg/kg£ 1 B 1 ®75S*g&tel£#ttT&-rr£. 

2,4- *J Z O □ tf U 5 S? >-5-* ; W**- ^ 5 - h R# p- h JP-f 3? > £ 7"fe h 

xhu;p*K 5?-fyVPtr;px^;PT5>#ftT» wrRjfcStfT, x^;p 2- 
x^;p 3-x h^->-2-[(3-^ h+i/7i-Ji/)7tf;H7^J 5- hfttf 

X^ 2-^^;l/7 7^-4-(3-^ h+v^>^P)H'J 5 y>-5-*^ 

##0J4 

j^fcKn*5/X^)7*;K5FftDMF+. TK^ffc U f ^ATifflli, X5F 
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)V 2-*PP-4-(3-*3MU7XU /)fcrU5^>-5-*;W#*'>5-ht 80t;T?lx& 
LT> X^;P 2-[2-(l,3-5?:t* H D>T V"f > H-;W-2--f ;i/)X?-JW]75 

###J5 

1M TKH^hU^ATK^T^iaTffiaU. 2-?pp-4-(4-pWP7xU/) 

2-9 p d-4-(4- ;* ^;P7x u / ) t? u 5 s? >-5-* & 5? * p o > * » 
HOBtRtf wsohci -etm&. 2k#T, ojm 7>^7-i,4 5?^-+-y->*ttsnp 

2r{*> x /hV TV—fr-l** ;P**S04<4-^^7r:U /)tfl) 55? 

=H*5 KRtf 4-75 / 'OSMk&Ji'/ts tat-^;wx^T-;w* hJi/x>4», 
Jn^MflSTS^^-B:. {4-[5-*;PA* ; e-r;i/-4-(3-^^;P7xu y>t!U 55?>-2--r;w 
75/]^>> J ;P};*j;w\*5>m teit-^^xxx^^fc (3t&@#) . 

0 Fmoc^g£R££L) 75/#<hLfcRinkAinideAMTO£fln*-, i^PP* 
*><h DMF ©Jg-&$J&£iJO;Lfc. S^KDIPC £inA> ^&-C5l$P B 11t#L£:. 
ttBSOTtU ^DP^^X DMF, THF. y-;H?JH**#Lfc. t>5 — 

mZ&mL* 75 K^©^0^^Umflg»C#*PLfc 2-*PP-4-(3-pWP7X 
U/) t?'J5v>-5.*^+U-5 K (ttffi) 

lt. ^2fC7KT##0j3 o~5 \<d\y&%*. 0^m6<D^mtmmzLx, & 

3 5 2 ~ 7 0 ©fc£«3£, ##0J 7 tf>#&tl^*3£lCl/T, ^ 3 iC^f 
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7 1 (Dit^m^ti'enmTtvrco mnm 1-71 (Di^mommctsmm 
mmmi 

Hl.0g^7-feh-hU;W30ml<Djg^l^ X3^>>>75 >3.0 ml £1)0 

*£*a-eii$rBi4o#&#Lfc. E«ffl^»fc**iPA. *od*;pa— <v?u 
;* * y -;W7 >*x7*)K: £ o fits? bfc. # ^ttfc&ftsttfcst&x^-x* y 

-JWffl^Wi* S^HT 5 -tKcfcO 2-(2-7 5 / X3^7 5 / W4-^ 3^7 
X U J ) £ U 5 V frit*-* 5 H 471 mg (MfciSSifl) . 

2-(ds-2-7 syv* ->;P7 5 y h-(3^- □ a 7 x y y ) tf y s >-5-* ;w#x 

h U )\> 350 mg t^^)l7,)V^^ H 5 ml ©ig^&fc^fift* U £ A 128 mg t 

3i%mwtit*%* 350 ni fcan^ST 2 i$P3ig#Lfc. £&ig£i£K:^©7)c£in;L 

^tztmm^mmvrzo mto&mwt^MzmMis* mmt^tja^ctcit 

ma*M&\stz 0 &&£7HrhxHJJW-*©S£$&d>£SilS&bT, 2-(cis-2- 
7^ y ^+^1/7 s sy±Q$-v z □□7xu/)tr , J5 ^>-5-#;M<*tr5 f • — 

2- ;* ^;P-4-(3- h U "7 O ^ ^;P7 X U y ) h! U S ^ >-5-# >S* 450 mg, 
DMF20ml&tfS^DPX^>(Dig£«3l;:, HOBt210mg, WSOHC1 320m g £JD 
^ST2l^p B iaJtU^> 30%7> ; EX7* 1.5 ml m*W!I#Lfc. S 

^A^DTh^^-CJWHBrt*; *DD*;WA:**y-;iOK«fc0*liaU x* 
y-;^e^SLTM6^280 mg*#fc. ^tlfciglifclX* 12 ml 
ttMim-m&^fr 1.5ml fciJO*. ^fi-Cl^^Lfe. ftJft&tt£B£lx 
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;p^.( 3 . h U 7 )l* O ;* ^)V7 =. U y ) tf U 5 ^ >-5-# 5 H • &®*£ 170 

mg£#fc (SSfiSSH) . 

75 MtO&O&'&MtVX WSOHCK HOBt ©ttfrDKl CDI &m\,*Z>Zt\Z 
<fc 0 2-(lH--T 5 ^V-iM-^ Jl^H-(3- h 'J 7 )V* P ^ ^7 - U J ) tf U 5 *J >-5- 

2-[2-(l,3->>**V-23-^t: HD-f V'T >H-;i/-2--f ;W)X5=-;W]75 y-4-(3-^^ 
;W7X'J y )tf U 5 ^>-5-Ml+1fi H 350 mg tX?y-)V lOrnKDUGValZ* 
b H 7 5* > 1 **P& 0.2 ml fclJD*. 4 I^IKIA^SiK Lfc. K£ig'&f&£Mffl£*8 

&JEg«LT#£ftfcglii£X:$' y -)lfre>mm&TZ> -ttliO 2-(2-7 5/1 
h^v')^3-y^;V7-U/)tfU5>?>-5-*>>W^U-5 H 140mg£^fc (&S6^ 

H) o 

2 - (2-75 yx^-;P75 ;^3-^>^t+>'7^ 1 J y)tf u 5^>-s-*;w#* 

100 mg sin*.. ^B^m^m^rf. msLtzx 3 unm&isit. rj&r&hl&w& 

s n 2-(2-7 5 y x^;P7 s y H^3-k f p+'>7x u y >t? u 5 s»-5-;&;ms 
f 2i7m g £f§fc mn&mm . 

3- [2-(2-7 a y x^ji/7 5 y ys-ivvn^ ;nfu s ;i>7 5 y 

tert-^^^UXXxJW 580 mg, *9 J — * 6 ml RlfcK 6 ml 4M SSc~ V 

^■!>->»«i2mi*inA, «TCK:Tii$lB)ft#l/fc. 
Mjes^u £t;fcfc®&£it5ibfc. cnic^y-^tTK^mMftu TO 
4fc&tt$u bfc. »ji*^^y-;pt*©»^*«t^&s»JiL 

t, 3-[2-(2-7 5 y x^;u7 a sys-ij)Vrtf( ;wtr u 5 v ? >-4--r ;W7 5 y jsii 
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m • ^MWtm. 59 m g . 
{4-[5-# )V A^e-f ;p-4^3-^ ^;ptx u / ) tr u 5 v >-i-^ )vr^j^yv)V}ij 

)Vm >Wt tert-y^l/XT.^^ 183 mg ^4M^-^+1t>M4ml 

mm&> ^ M7K^mv^*^AT&&bfc. asms 

/ pWP7X>J /)-4-(3-/^;UTr.U y)tf U K 44 mg 

2^2-75yif;V7S/ >4-(3- ;* ^ 7 - U V ) tT U 5 V >-5-# 5 F 

318 mg tmWt^)V 20 ml <DM&mzT^)l>7 O 7>f F 87 ^ £ h U X^JPT S 
> 170 nl Sin*-. £MT30#Pp , Hf#bfc. S^^%»C7KRtXTHF^ln^» SfSt 

T5yx^)T5y]-4-(3-^^TXU/)tfU5v>-5-*;U^1i-S F 198 mg 

N-tert-7h3 L v'#;U#x;^Uv'>350mg, HOBt270mg. WSOHC1 384mg Rtf 
l£-5*0 O DX? > 10ml ©}g£&££MT 30 #mmW&* 2-<2-7S / 
T=y-4-(3-h'J7^D^^7X'jy) tfU5v>-5-*^+1i-5 F£Jn;L> 

2-[2-tert-(^ h+">*;W4?x;P7 5 J )7^)V7 5 /]-4-(3- F U 7fr*U*T)V7 

M^-Mx^^iOmiM^. ^fiT2TOSi*bfc. KfeM&mz*? 
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H 70 mg 
$ttfll 1 

2.(2-7 5 J X^)V7 5 J >4-(3-* f^7- U J ) t? 'J ^ V >-5-# JP^^tJ- 5 H 
382 mg £@t&X^ 10 ml (DUSmZ* 9 >X)\>*-)V2 P H 114 \d £ h U X 

^ > 205 ni Sim*., ^mt 3.5 rnmmt bfc. s^s^a**, asft&m* 
* ^ * j -)vtmstx^)v<DU^mWiifi t>mw& lt, 2-{[2-<* * >x;m>-;u7 

^y)X^;U]75/}-4K3-^^7X'jy)fc!U5^>-5-*;i'^4 1 ^^ F 210mg£ 

*»«l'2 1 

2-(2-7 5 / X^7 5 J H<3- ;* 7 X U / ) tT U 5 V >-5-*l 5 H 

328 mg fc THF Ofi"&»C 3^^f iH^7«-l-*^ • 
508 mg tiM V^O tf;UX^jP7a > 876 pi 60*CT 1 j§f?3jg# Lfc. M 

x^)v<»m£nrm&Lrz&. ^^y-)vt^<Dm^mm^n^M,Lx, 2-K2- 

^7x>?yx^)7^y]-4-(3-^^7xU ;)]£V5.zS>-5-%)Vtf*D-S. h • at 
tttt 200mg*«lfittatUT#fc. 
#£JS0!l 1 3 

(Z>3-[2^7-fe h+'>)7x^]7^ UJWt 195mg fc>~7 P PX^ > 10ml 
J^jtC. HOBtl35mg, WSOHC1 192 mg ZMZ-fctiiT 20 ftm&Wlstz&* 2-(cis-2- 

7s;^oa* ^7 ^ j h<3-^ ^;P7x u y ) e u a >-5-# s h 
;wyr?ttau #€.n^*ife@^*^x5 L ;i/^e>Big^-r^^<i:i'j;o 2-{<z>-2- 

[(cis-2-{[5-# )VJ\^ )\,-4-(3-*?)V7- 0 y ) M U 5 v>-2--T ;U]7 5 / P'x 

*~>;i/) *;i/A*^E'f;i/]t:x;i/}7xxji/ 7-fe*-h98m g £#;t (*sfe^Hi) . 
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312 mg.TK 3 ml fttf l,4-V**U-> 3 ml ©fl^kl'>7 U # A 147 mg 1 4M 

##«T?iB«EUfc7^ F»©«****ttbtt»fcft*bfc 2-*pp-4-(3-*:P 
^ruy^'JS^^-A^WSH (MB) ioo mg (40nMffiHO -fo££ 

J&tt (Advanced ChemTech tfcM ACT496MOS) ©&&£&© »>x;i/ 96 ft^ft* 

*iin*.fc. * e> \zttfctz>7 s >K&®v> N-^^JUfP u h > 0.5 m jgffcfc^n^ 
n©tfxjnc i.omi, ^vyat!;wx^j|/7a>©N-^^;nfou f>zsm«f 

«*2ooMiTom^ loo'ctf 12 »n«aia*/t. dmft2hk 
»ut. «B«*nen4ox hU7;i/^p»sfe©^pp^^>»^4 mi 

hplc ©iffiSJfc&4fc#»©*fi££ tfeo 

1 tflWcbt, %4&tX5 CST^lSfll 1 5~4 7 ©<t£*fc, 
3fcWttfcl/r, *5fc*T£ll014 8~5O©flS'&*** @ffl-&J«ttfcJ;0^Jfi 

«aj 5 1 ~ 6 o ©f t^* ztti^nsfo l &. fkmmz&m 1 ~ 6 o ©«&, 

£6~9lw*36W©M©ft£tt©*££*T. £n«~>tt, ±e®8&&* 
S£££J:Q. tfaic&riW 5dt*^f5. 

ftfl*4t)©tt**©aift&*-r. 3,5-Me ttV-^JWUfcS***. 
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Rex : mm&n Ex : $m&m^ ; Cmp : itfaW&n ; Syn : S«gi£ (A~H : 

&*m&tmm. 2, 3, 10, 11, 12, i4RzS5itmm\zLxmm: 

C, iy:^n^n««3Xtt4tHttt»JBb» Jfc^Tftt#»&fTofc) ;Sal: 
& (Fu : ; Ox : '> outfit ; £ffl : 7 U -# ; TOOiO^HW 

2HC1 K£-&&&£*L&^CDfc^*>©W: 1 £lCl*T5) ; Dat : ttSfl^Mx 
(F : FAB-MS(M+H) + ; FN : FAB-MS(M-H)" : E : FJ-MS ; M : MA 0C) I dec : 

Ph : 7x-JV ; Bn : <*>5W ; Me : *7)V ; Et : X^P ; Pr : 7o tf ;W ; iPr : 2- 
t!;i/ ; Bu : 77)V ; tBu : tert-^JU ; Bt : h VT % S-)V-1*4 )V;Ac: 
7±^)V ; Boc : tBuO-CO-. R b ^2XCH)4©MH lSf1'5^>€> 
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A-Z 


R 


X-Y 


R b 
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1 


a 


CQzEt 


NH 


4-Me 


F 292 


2 




CN 


NH 


3,5-a 
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CH 2 
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4 


0 
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NH 


3-Me 
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9 


a 


CCfeEt 


NH 


3-Me 
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NH 
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a 
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NH 
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12 


a 
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NH 


3-CN 
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13 


a 


COjEt 


NH 
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1 A 

14 
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15 
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17 
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